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In the Claims ; 

Please cancel claims 49, 50, 51, 53, 54, 55, 56, 57, 58, 59. 
60, 61, 62 and 63-69 without prej-udice to the Applicants' 
right to submit the canceled claims in a continuation 
application, and add new claims 70-^83. 

1-69. (Canceled) 

Please add the following proposed new claims 70-S3: 

70 . (New) A method for achieving a synergistic therapeutic 
effect in a mammal in need thereof which comprises 
administering to said mammal amounts of at least two 
therapeutic agents selected from a group consisting of: 

a) a prenyl -protein transferase inhibitor and 

b) an antineoplastic agent selected from paclitaxel, 
epothilone A, epothilone B, desoxyepothilone A or 

desoxyepothilone B, 

wherein the synergistic therapeutic effect is the treatment of 
cancers of the brain, breast, colon, genitourinary tract, 
lymphatic system, pancreas, rectum, stomach, larynx, liver, 
lung, prostate, stet histiocytic lymphoma lung adenocarcinoma, 
pancreatic carcinoma, colo-rectal carcinoma, small cell lung 
cancers or neurological tumor cancer whose growth is inhibited 
by the administration of the prenyl -protein transferase 
inhibitor and the antineoplastic agent. 

71. (New) The method according to Claim 70 wherein the prenyl- 
protein transferase inhibitor is selected from; 

2(3} -Butyl - 1 - ( 2 . 3 - diaminopr op- 1 -y 1 ) - 1 _ ( i -naphthoy 1 ) piper a^ ine ; 

1- (3-Amino-2™ (2-naphthylmethylamino)prop-l-yl) -2 (S) ^butyl-4«- 
( 1-naphthoyl ) piperazine ; 

2 ( S ) -Butyl -l-{5-[l-(2 -naph thy Ime t hy 1 ) ] - 4 , 5 - 
dihydroimidazol}methyl-4- (1-naphthoyl )piperazine; 
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1- [5- (1 -Benzyl imidasol) methyl] -2 (S) -but;yl-4- (1- 
naphthoyl ) piperazine ; 

1"{5- [1- (4-nitroben2yl} ] iiaidazolylmethyl} -2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1- (3'-Acetcimidoixiethylthio-2 (R) -aminoprop-l-yl ) -2 (S) -butyl-4~ (1- 
naphthoyl ) piperasine ; 

2 (S) -Sutyl-1- [2- (l^imidasolyl)ethyl] sulfonyl-4- (1- 
naphthoyl ) piperasine ; 

2 (R) -Butyl-l-imidazolyl-4-methyl™4- (l-naphthoyl)piperazine; 
2 { S) -Butyl -4- ( 1 -naphthoyl ) (3-pyridylmethyl ) piperazine; 

1-2 (S) -butyl- (2 (R) - ( 4-nitrobenzyl) ainino-3-hydroxypropyl ) -4- {1- 
naphthoyl ) piperazine ; 

1- (2 (R) -Amino-3-hydroxyheptadecyl) -2 (S) -butyl-4- (1-^naphthoyl) - 
piperazine; 

2 (S) -Benzyl-l-imidasolyl-"4-inethyl-4-{l-naphthoyl)pipera2ine; 

1- (2 (R) "Araino-3- { 3 -benzylthio) propyl) -2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1- (2 (R)-Amino-3-[3" { 4 -nitrobenzylthio) propyl ] ) -2 {S)-butyl-4- 
( 1 -naphthoyl ) piperazine ; 

2 ( S ) -Butyl -1- [ { 4"imidazolyl ) ethyl ] ~4 - ( 1 -naphthoyl ) piperazine ; 
2 (S) -Butyl-1- [ (4-imidazolyl)methyl] -4- (1 -naphthoyl) piperazine; 
2 (S) -Butyl-1- [ {l~naphth-2-ylmethyl) -iH-imidazol-S-yl ) acetyl ] - 
4- (1-naphthoyl) piperasine; 

2 ( S ) -Butyl - 1 - [ ( 1 - naph th- 2 -ylme thy 1 ) - IH- iinida zo 1 - 5 -y 1 ) ethyl ] - 4 - 
{ 1 -naphthoyl ) piper a z ine ; 

1 - ( 2 { R ) -Amino - 3 -hydr oypr opy 1 ) - 2 ( S ) -butyl - 4 ( 1 - 
naph thoyX ) piperaz ine ; 
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1- (2 (R) -Amino'4-hydro:>cybutyl) -2 (S) -butyl-4- (1- 
naphthoyl ) piper as ine ; 

1- (2-Ainino-3- (2-ben2;yloxyphenyl)piropyl) -2 (S) -butyl -4- (1- 
naphthoyl ) pipearaz ine ; 

1- (2-Aniino-3- ( 2 -hydroxyphenyl ) propyl ) -2 (S) -bTa.tyl-4 - ( 1- 
naphthoyl ) pxperasine ; 

1- [3- (4-imidazolyl)propyl] -2 (S) -butyl -4- ( 1 -naphthoyl ) - 
piperazine; 

2 (S) -n-Butyl-4-(2,3-diinethylphenyl) -1- (4-iinida20lylinethyl ) - 
piperaz in* 5 -one ; 

2 (S) -n-Butyl-1- [1- (4-cyanobenzyl) imidazol-5~ylmethyl J -4- 
(2,3 -dimethy Ipheny 1 ) piperaz in- 5 - one ; 

1- [1- {4-Cyanobenzyl) imidazol-S-ylmethyl] -4- (2 , 3- 
dimethylphenyl ) -2 ( S ) - f 2 -methoxyethyl ) piper a sin- 5 -one ; 

2 (S) -n-Butyl- 4- (1 -naphthoyl) -1- [ 1- ( 1-naphthylmethyl) imidcLzol- 
5-ylinethyl] -piperazine ; 

2 (S) -i5-Butyl-4 - (1-naphthoyl) -1- [1- (2 -naphthylmethyl) imidazole 
5-ylmethyl] --piperazine; 

2 (S) -n-Butyl-l- [1- ( 4-cyanobenzyl ) imida3;ol-5-ylmethyl ] ^4- (1- 
naphthoyl )piperazine; 

2 (S) -n-Butyl-l- [1- (4-methoxybensyl ) imidazol-5-ylinethyl] -4- (1- 
naphthoyl ) piperazine ; 

2 (S) -n-Butyl-1- [1- (3-iaethyl-2-butGnyl) iinidazol-5-ylinethyl] -4- 
( 1 -naphthoyl } piperaz ine ; 

2 (S) -n-Butyl-1- [1- {4-f luorobenzyl) lmidazol-5-ylaT\ethyl] -4- (1- 
naphthoyl ) piperaz ine ; 

2 (S) ^n-Butyl-I- [1- (4-chlorobenzyl) imidazol-5-ylinethyl] -4- (.1- 
naphthoyl )piperaz ine; 

1- [1- (4-Eromoben2yl) imidazol- 5-ylmethyl] -2 ( S ) -n-butyl-4- (1^ 
naphthoyl ) piper az ine j 
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2 (S) -i3-Butyl-4- ( 1-naphthoyl) -1^ [1- (4- 
trif luoromethylbensyl ) imidasol~5-ylmethyl] -pipera^ine; 

2 (S) -n-Butyl-1- [1- (4-methylbenzyl ) imidasol-S-ylmethyl] -4- (1* 
n^phthoyl) -piperasine; 

2 (S) -X2-Butyl-1- [1- (3-m$thylbenzyl) iinidaaol-5-ylinethyl] -4- (l- 
naphthoyl) "piperazine; 

1- [1- (4-Phenylbensyl) imidasol-5-ylmethyl] "2 (S) -n-butyl-^4- ( 1- 
naphthoyl) -pip^ar^zine; 

2 (S) -n~Butyl-4- (1-naphthoyl) -1- [1- {2-phenylethyl ) imidazol-5- 
ylinethyl] -piperaaine? 

2 (S) -Ji-Butyl-4- (1-naphthoyl) -1- [1^ (4- 
t r i £ luorome thoxy ) imidaz ol - 5 -y Ime thyl ] piperaz ine ; 

l-{ [1- (4-cyaiiobenzyl) -IH-imidazol-S-yl] acetyl} -2 (S) -xa-butyl-4- 
( 1-naphthoyl )piperazine ; 

( S ) - 1- ( 3 - Ghl or opheny 1 ) -4 - [ 1 - ( 4 - cyanobenzy 1 ) - 5 - 

imidazolylm^thyl] -5- [2- (itiethanesulfonyl) ethyl] -2-piperasinone; 

( S ) - 1 - { 3 -Chlor ophenyl ) -4 - [ 1 - ( 4 - cyanobenzyl ) - 5 - 

imidazoly Ime thyl] -5- [2^ (ethanesulf onyl) ethyl] -2-piperazinone; 

(R) -1- (3-Chlorophenyl) -4- [1- {4-cyanobenzyl ) -5- 
imida^olylmethyl] -5" [2- {ethanesulfonyDinethyl] -2"pipe3razinone ; 

(S) -1- (3-Chlorophenyl) -4- [1- (4 -cyanobenzyl ) -5- 
imidazolylmethyl] -5- [N-ethyl-2-acetamido] -2-piperasinone; 

{±) -5- (2-Butynyl) -1- (3 -chlor ophenyl) -4- [ 1^ (4 -cyanobenzyl) -5- 
imidazolylmethyl] -2-piperazinone; 

1- (3-Chlorophenyl) -4- [1- ( 4 -cyanobenzyl ) -5-imidazolylmethyl] -2- 
piperaz inone; 

5 (S) -Butyl--4- [1- (4-cyanobenzyl-'2 -methyl) -5 -imidazoly Ime thyl] - 
1- (2 , 3-dimethylphenyl) -piperaz in-2-one; 
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4- [1- (2- (4™Cyanophenyl) -2 -propyl ) -b-imidazolylmethyl] -1- {3- 
chlorophenyl ) -5 (S) - ( 2 -methyl sialfonylethyl) pipeXcizin-2-ojie ; 

5 (S) -n-Butyl-4- [1- (4-Gyanobenzyl) -5-imidazolylinethyl] -1- {2- 
methylph<5nyl ) piperazin-2-one ; 

4- [1- ( 4-Cyanobensyl) -B-imidasolylmethyll -5 (S) - (2~f luoroethyl) - 
1- (3-chlorophenyl)piperasin,-2-one; 

4- [3- (4-Cyanobensyl)pyridin-4-yl] -1- (3~chlorophenyl) -5 (S) - (2- 
methylsulf onyiethyl ) -piperazin-2-one; 

4- [5- (4-Cyanoben%yl) -l-imidazolylethyl ] -1- (3- 
chlorophenyl ) piperas in-2 -one ; 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylainino-3 (S) -methyl] - 
pentyloxy-3-phenylpropionyl-homoserine lactone, 

2 (S) - [2 (S) - [2 (R) '-Amino-3-inercapto]propylainino-3 (S) ™ 
methyl] peiityloxy-3 -phenylpropionyl -homos erine , 

2 (S) - 12 (S) - [2 (R) -Amino- 3 -mercapto] propyl amino -3 (S) - 
methyl] pen tyloxy-2-iiiethyl-3 -phenylpropionyl-homoserine 
lactone, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylainino-3 (S) - 
methyl ]pentylc>xy-2-methyl-3^phenylpiropionyl-homoserine, 

2 (S) - [2 (S) - [2 (R) -Amino-3-iuercapto)propylamino-3 (S) - 
methyl J pentyloxy-4 -perxtenoyl-homoserine lactone , 

2(S)-[2(S)"[2(R) -Amino-3-mercapto] propyl amino- 3 (S) -methyl] - 
pentyloxy-4-pentenoyl-homoserine, 

2 (S) - [2 (S) - [2 (R) -Amino-.3-mercapto] propyl amino -3 { S) - 
methyl] pen tyloxypentanoyl-- homo serine lactone , 

2 (S) - [2 (S) - [2 (R) -Amino-3-m®rcapto]propylaniino-3 (S) - 
methyl] pen tylo;j<:ypentanoyl-homoserine, 

2 (S) -[2 (S) -[2 (R) -Aiiiino-3-inercapto]propylaj:nino-3 (S) -methyl]5- 
pentyloxy-4-methylpeatanoyl-homoseritLe lactone, 
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2 (S)-[2 (S) -[2 (R) -Amino-3-inercapto]propylamino-3 (S) - 
methyl ]pentyloxy-4-methylpentanoyl-homoserine, 

2(S)-[2(S)-[2(R) -Amino-3-jnercaptolpropylamino-:i (S) - 
methyllpentyloxy-3-methylbutanoyl-horaoserine lactone, 

2(S)-[2{S)-[2(R) -Amino'-3-merCcipto] propylamine- 3 (S) - 
methyl] pen tyloxy-3 -me thylbutanoyl-homoserine, 

2(S)-[2{S)-[2(R) -Amino-3-mercapto]propylaniino'-3 (S) - 
methyl ] pentyloxy'-3 -phexiylbutanoy 1-homoserine lactone ; 

2 fS) - [2 (S) - [2 (R) -An:iino-3-iitiercapto]propylamino-3 (S) -methyl] - 
peiityloxy-3 -phenylbutcmoyl-homoserine , 

2(S)-[2(S)-[2(R) -Amino-3-mercaptolpj:opylamino-3 (S) - 
raethyl]pentylthio-2-methyl-3 "phenylpropionyl-homoseirine 
lactone/ 

2 (S) - [2 (S) - [2 (R) -Amino-3-Kiercapto]prOpylamino-3 (S) - 
methyl ] pentyl thi o- 2 -methyl -3 -phenylpropionyl -homos erine , 

2 (S) - [2 (S) - [2 (R) -Aniino-3-mercapto]propylamino-3 (S) ^ 
methyl] pentylsulfonyl-2-methyl-3-phenylpropionyl-h,omoaerin.e 
lactone, 

2 (S) - [2 (S) -[2 (R) "Amiiio-3"mercapto]propylamino-3 (S) -methyl] - 

pentylsul£onyl-2-inethyl-3-phenylpropionyl-homoserine, 

2(S)-[2(S)-[2(R) -Amino-3-mercapto]propylaniino-3 (S) -methyl] - 
pentyloxy-3-phej:iylpropionyl-inethionine methyl ester, 

2 (S) - [2 (S) - [2 (R) -Amino- 3 -mercapto] propylamine -3 (S) - 
methyl ] pentyloxy-3 -phenylpr opionyl -methi onine , 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl]pentyloxy-3-phenylpropionyl -methionine sulfone methyl 
ester, 
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2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 {S) - 
methyl Ipentyloxy-a-phenylpropionyl-methionine sulf one 
(Compound A] / 

2 (S) - [2 (S) " [2 (R) "Amino-3-inercapto]propylainino-3 (S) -methyl] - 
pentyloxy^B-phenylpropionyl -methionine sulfone isopropyl 
ester, 

2- (S ) [2 (S ) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-naphth-2-yl-propxon.yt-methioiiine sulfone methyl 
ester, 

2- (S) - [2 (S) - [2 (R) -Amino-3"inerGapto]propylamino-3 (S) -methyl] - 
pentyloxy- 3 -na.phth-2-yl-propionyI -methionine sulfone. 

2- (S) - [2 (S) - [2 (R) -Axnino"3-mercapto]propylainino-3 (S) - 
methyl Jpeiatyloxy-3-naphth-l-yl-px-cipionyl -methionine sulfone 
methyl ester, 

2- (S) ^ [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
iiLethyl]pentyloxy-3-naphth-l-yl-propionyl -methionine sulfone , 

2" (S) - [2 (S) [2 (R) -AininO"3-mercapto]propylamino-3 (S) - 
methyllpentyloxy-3-methybutanoyl -methionine methyl ester. 

2- (S) - [2 (S) " [2 (R) -Aitiino-3-mercapto]propylamino-3 (S) - 
methyl] pen tyloxy-3"methybutanoyl-m,ethionine, 

Disulphxole of 2 (£) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamiuo" 

3 (S) methyl ]pentyloxy-3-phenylpj:-opionyl-homoserine lactone, 

Disulphide of 2 (S) - [2 (S) - [2 (R) -Amino-3-xaercapto] propylamino- 
3 (S) -methyl ]pentyloxy-3-phenylpropiony I -homoserine, 

Disulphide of 2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propyl^ino- 
3 (S)methyl]pentylo5ty-3-methylbutanoyl-methionine methyl ester 

1- (4-Biphenylmethyl) -5- ( 4-cyanobenzyl) imidazole 

1-- (4-Cyanobenzyl) -5- (4 ' -phenylbenzamido) ethyl- imidazole 
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1- (2 • -TrxJEluoromethyl-4-biphenylmethyl) -5- (4- 
cyanoben^yl ) imidazole 

1- {4-BiphGnylethyl) -5- (4-cyanobenzyl ) imidazole 

1- (2 • -Bromo-4-biphenylmethyl) -5- ( 4 -cy anobenzy 1 ) imidazole 

1- (2 • -Methyl -4"biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- [2 ^ -Trif luoromethoxy-4-biphenylmethyl) -St (4- 
cyanobenzyl) imidazole 

1- (4- (3 ' / 5 ' -dichloro) -biphenylmethyl) -5- ( 4 -cyanobenzyl ) 
imidazole 

1- {2 ' -Methoxy-4-biphenylmethyl) -5- (4-cyanobensyl ) imidazole 

1- (2 ' -Chloro-4-biphenylmethyl) -5- {4-cyanobenzyl) imidazole 
1- (2-Chloro-4-biphenylmethyll -5- (4 -cyanobenzyl) imidazole 

1- (3-Chloro-4-biphenylmethyl) -5- ( 4 -cyanobenzyl ) imidazole 

1- (4- (3 ' , 5 '-Eis-trif Inoromsthyl) -biphenylmethyl) "5- (4- 
cyanobenzyl ) imidazole 

1- (2 ' -Trif luoromethyl-4-biphenylmethyl) -5- ( 4 -cyanobenzyl ) -4- 
me thy 1 imi da z o 1 e 

1- (4-Biphenylmethyl) -5- (4-cyanophenyloxy) -imidazole 

5- (4-Cyanophenyloxy) -1- (2 * -methyl-4-biphenylmethyl> -imidazole 

5 - ( 4 -Biphenylojcy ) - 1- { 4 -cyanobenzyl ) - iiaidaaole 

5- (2 '-Nethyl-4-biphenoxy)-l-(4-cyanoben:5yl) -imidazole 

5- (4- (3 • , 5 '-dichloro>biphenylmethyl) -1- (4- 
cyanobenzyl) imidaaole 

l-(4-biphenylmethyl) -5- (1- (R, S) -acetoxy-1- (4- 
cyanopheny 1 ) me t hy 1 imi da z o 1 e 
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1- (4-Biph.enylmethyl) -5- ( 1- (R, S ) -hydroxy- 1- (4-cyanophenyl) 
methylimidazole 

1- (4-Biphenylmethyl) -5- (1- (R, S) -amxno-1- (4-cyanophGnyl) 
methylimidcizole 

1- (4-biphenylmethyl) -5- (1- (R, S ) -methoxy-1- ( 4-cyanophenyl ) - 
methylimidazole 

1- (4-Cycinobenzyl) "5- (1-hydroxy-l- {4-biphenyl) ^methyl imidazole 

1- (4-Cyanobenzyl) -5- (1-oxo-l- (4-biphenyl) -methyl imidasole 

1- (4"Cyanobei:iayl ) -5- (1-hydroxy-l- { 3-f luoro-4-biphenyl ) - 
methyl ) ~ imidasole 

1- (4-Cyaxiobenzyl) -S- (1-hydroxy-l- O-biphenyDmethyl-ixnidazole 
5- (2- [1, 1 ' -Biphenyl] vinylene) -1- {4-cyanobenzyl) imidazole 

1- [N- (1- {4-cyanobenzyl) -5-imidazolylmethyl ) amino] --3 -methoxy-4- 
pherxylbenzene 

1- (4^Biphenylniethyl} -5- { 4-bromophenyloxy) -imidazole 

1- (3 ' -Methyl -4-biphenylmethyl) -5- (4™cyanobeiizyl) imidazole 

1- (4 ■ -Methyl-4-biphenylmethyl) -5- {4-cyanobenzyl) imidazole 

1- (3 ' -Trifluoromethyl- 4-biphenylmethyl) -5- (4-cyanoben2yl} 
imidazole 

1- (4 ■ -Trif luoromethyl-4-biphenylmethyl) -5- (4-Gyanobenzyl ) 
imidazole 

1- (3 ' -Chloro- 4-biphenylmethyl) -5- ( 4-Gyanobenzyl) imidazole 

1- (4 ' -Chloro -4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (2 ' 3 ' ^Dichloro-4-biphenylmethyl) -5- (4-cyanobenzyl ) 
imidazole 
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1- (2 '4 ' -Dichloro-4-biphenylmethyl) -5- (4-cyaiioberL2yl ) 
imidazole 

1- (2 ' 5 ' -Dichloro-4^biphenylinethyl) -5- (4^cyanobenzyl} 
imidazole 

1- (3 ' "Trifluoromethoxy-4-biphenylmethyl) -5- ( 4-cyanobenzyl ) 
imidazole 

1^ (2 ' -Fl^ioro-4-biphenylmetliyl) -5- [4-cyanobenzyl) imidazole 

1- (4- (2 ' -Trif luoromethylphenyl) -2"ChloropherLylmethyl) -5- (4- 
cyanobexizyl ) imidazole 

1-{1- (4- (2 ' -trif luoroiaethylpherLyl)phenyl)ethyl) -5- {4- 
cyanobenzyl) imidazole 

1- (2 ' -Tarif luoromethyl-4-biphenylpropyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 ' -N-t-Butoxycarbonylainino-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2 •-'Aminomethyl-4'-biphenylmethyl) -5- ( 4-cyanobenzyl) 
imidazole 

1- (2 ' ^Acetylaminoxnethyl-4-biphenylmethyl) - 5- (4--Gyanobenzyl ) 
imidazole 

1- (2 ' -Methylsulfonylaminomethyl-4"biphenylmethyl) (4- 
cyanobenzyl) imidazole 

1- (2 ' -Bthylaminomethyl-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- (2 ' -Phenylaminomethyl-4"biphenylmethyl) -5- {4-cyanobenzyl) 
imidazole 

1- (2 ' -Glycinylaminomethyl-4^biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 
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l-{2 ' -Methyl-4-biphenylmethyl)-2-chloro-5- (4-cyanobenzyl ) 
imidazole 

1- (2 ' -Methyl"4-biphenylmethyl) - 4-chloro 5- (4-Gyanobenzyl) 
imidcizole 

1- (3 ' -Chloro-'2-xn€thyl-4-biphenylmethyl) -4- (4- 
cyanobenzyl) imidazole 

1- (3 • -Chloro-2-methyl-4"biphenylinethyl)-5- (4- 
cyanobenzyl) imidazole 

1- (3 ' -Trif lxioromethyl-2-methyl-4-biphenyliuethyl) -4- (4- 
cyanobenzyl ) imidazole 

1- (3 ' -Trif luoromethyl-2-methyl-4-biphenylinethyl) -5-(4- 
cyanobenzyl) imidazole 

1- (3 ' "Methoxy-2-methyl-4-biphenylrriethyl) -5-{4- 
Gyanobenzyl) imidazole 

X- (2 ' -Chloro-4'-fluoro-4-biphenylmethyl) -5- (4-^ 
cyanobenzyl) imidazole 

1- (2 ' -Ethyl-4-biphenylmethyl) -5- (4-c:yanobenzyl) imidazole 

1- (2 ' - {2-Propyl) -4-biplienylmethyl ) -5- (4- 
cyanobenzyl ) imidazole 

1- (2 ' - (2-Methyl-2~propyl) -4'biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

l-(2 '-Ethyl-4-biphenylmethyl)-5-(4- (lK-tetrazol-5- 
yl ) ) benzyl ) imidazole 

1- [1- {4-Cyanobensyl) imidazol-5-ylmethoxy] -4- (2 ' - 
methylphenyl) -2- ( 3 -N-phthalimi do- 1 -propyl ) benzene 

l-(3 ' / 5'-Ditrifluoromethyl-2-methyl-4-biphenylmethyl)-5- (4- 
cyanobenzyl) imidazole 

1- (3 ' , 5 ' -Chloro-2"ms;thyl-4-bipheuylmethyl) -5- (4- 
cyanobenzyl) imidazole 
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1- (3 * , 5 ' -Dimethyl-2-niethyl-4-biphenylinethyl) -5- (4- 
cyanobenzyl) imidazole 

1" (3- (N-Boc-aminomethyl) -4-biphenylmethyl ) -5- {4- 
cyanobenzyl ) -imidazole 

1- (3-Aniinoxnethyl'-4-biphenylxa$thyl) -5- (4-- 
cyanobenzyl ) imidazole 

1- (4-Cyanobenzyl) -2-m$thyl-5-{2 ■ -methylbiphenyl-4- 
yloxy) imidazole 

5- (4 -Cyanobenzyl) -1- {3~cyano-2 ' -trif luoromethylbiphenyl-4- 
ylmethyl) ^imidazole 

2- Jtoino-S*- (bipheiiyl-4-ylmethyl) -1- ( 4 -cyanobenzyl ) imidazole 
2-Amino-l- {biphenyl-4-ylmethyl ) -5- < 4 -cyanobenzyl ) imidcizole 
1- {3-Butylbiphenyl-4"ylmethyl) -5- (4-cyanobenzyl) -imidazole 
1" (3-Propylbiphenyl-4-ylmethyl) -5- (4-cyanobenzyl ) -imidazole 

1- {4"Biphenylitiethyl) -4- {4~cyanobenzyl-2-methylimidazole 
1- (4 -Cyanobenzyl) -5- [ (3-fluoro-4-biphenyl)methyl] imidazole 

1- (4 -Cyanobenzyl ) -5- [1- (4-biphenyl) -1-hydroxy] ethyl- 2- 
me t hy 1 im i da z o 1 e 

1- (4-CycLnoben2yl) -5- ( 4-biphenylmethyl ) -2-inethyliinidazol6! 

1- (4-Cyanoben2yl) -5- [1- (4-biphenyl ) ] ethyl -2 -methyl imidazole 

1- (4 -Cyanobenzyl- 5- [1- (4-biphenyl) ] vinylidene-2- 
Inethylimidaaole and 

1- (4-Cyanobenzyl) - 5- [2 - (4-biphenyl} ] vinylene-a- 
methylimidazole 

1- (4- [Pyrid-2-yl]phenylmethyl) -5-^ ( 4 -cyanobenzyl ) imidazole 

1- (4- [3-Methylpyrazin-2~yl]phenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

PAGE 15/38 * RCVD AT 9m/2004 1 1 ;45:45 AM [Eastern Daylight Ti^^^ 



09/14/2004 11:43 7183578615 



LAW OFFICE OF ALBERT 



PAGE 



Applicants 
U.S. Serial No, 
Filing Date 
Page 



Rosen et al , 
09/445,054 
Inarch 27, :30OO 
14 



1- {4-{Pyrimia,inyl-5-yl)phenylmethyl) -5 - (4- 
cyanobenzyl) imidazole 

1- (2-Phenylpyrid-5-^ylinethyl ) -5- {4-cyanoben?yl) imidasole 

1- (2 -Phenyl -N-Oxopyrid-5-ylmethyl) -5-(4- 
cyanotaenzy 1 ) imidazole 

1- (3-Phenylpyrid-6-yln:iethyl}^5- (4-cyanobenzyl) imidazole 

1" (3-Fhenyl-N-Oxopyrid-6-yliuethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (2- (3-Trif luoromethoxyphenyl) -pyrid-S-ylmethyl > -5- (4- 
cyanobenzyl) imidazole 

1- (2- (2-Ti:if luoromethylphenyl) -pyrid-5-ylm(5thyl) -5-{4- 
cyanobensyl ) imidazole 

1- (3-Phenyl^2-Chloropyrid-6-ylmethyl ) -5- (4- 
cyanobenzyl) imidazole 

1- {3"Phenyl-4-chloropyrid^6-ylrti6:thyI) -5- (4- 
cyanobenzyl) imidazole 

1- (2-Amino"3-phenylpyrid-6-ylmeth.yl) -5- (4-- 
cyanobenzyl) imidazole 

1- (2 - [Pyrid-2-yl]pyrid-5-ylmetliyl) -5 - (4-Gyanobeiizyl) imidazole 

N-{l-{4-Cyanobenzyl) -lH-imidazol-5-yl ) methyl } -5- (pyrid-2- 
yl) -2-amino-pyriinidine 

iV,i\7-jbis (4-Xmidazolemethyl) amiao'3- [ (3carboxyphenyl) oxy] benzene 

N,l^-bis ( 4~-Imidazolemethyl) amino- 4- [ ( 3 carboxyphenyl ) oxy] benzene 

iV-jbis ( 4-Xinidazolemethyl ) aininQ-3 - [ (S-carbomethoxyphenyl ) - 
oxy] benzene 

N, N-bis {4-Imidazoletuethyl ) ainino-4- [ ( 3-carbomethoxyph,enyl ) - 
oxy] benzene 
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N- (4-Imidazoleinethyl)^i\7-- (4-nitrobenEyl) aminomethyl-3 - [ (3- 
carboxyphenyl ) oxy] benzene 

N- {4"Iinidazoleinethyl) -J\r- (4-nitrobenzyl) aminoinethyl-3- [ (3- 
carbomethoxyphenyl ) oxy] benzene 

(4-Imidazoleinethyl)-2\r- ( 4-nit.xrobenzyl ) amino-S- 
lphenoxy ) benzene 

N- (4-lmidazoleiaethyl) -J\r- (4-nitroben2yl) ainino-4- 
(phenoxy) benzene 

N- (4-Imida20leinethyl)-i\r- (4-nitrobenxyl) amino-4- 
(phenylthio) benzene 

iV-Butyl-iV- [1- (4-cyanobenzyl) -5-imidazolemethyl] amino-4- 
( phenoxy ) ben z ene 

J\r- [1- (4-Cyanobenzyl) -S-imidazolemethyl] amino-4- 
(phenoxy) benzene 

iV-(4-Iinidazolemethyl)amino-3- [ { 3 -carboxyphenyl) oxy] benzene 

1™ [N- (1- ( 4 -cyanobenzyl ) "5-imida:solylmethyl ) -N- (4- 
cyanobenzyl) amino] -4- (phenoxy) benzene 

(±) -4- [ {4-imidazolylmethyl)aniiao]pentyl-l- (phenoxy) benzene 

1- [ (N- CI- (4-cyanobensyl) --5-imidazolylmethyl) (n- 
butyl ) amino) methyl ] -4- (phenoxy ) benzene 

4- [N- (1- (4'-cyanobenzyl) -S-imidazolylmethyl) -N~ (n-butyl) amino] - 
1- (phenyl thio) benzene 

(±) -4- [N- (1- (4-cyanobenzyl) -4-'imida20lylmethyl) -N- (n- 
butyl) amino] -1- (phenylsulfinyl) benzene 

3- [N- (4-imidazolylmethyl) -w- (n-butyl ) amino] -N- 
(phenyl )benzenegulfonamide and 

1- [N- ( 1- ( 4 -cyanobenzyl ) -5-imidazolylmethyl ) amino] -3 ~methoxy-4" 
phenyl ben z en e 
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4_(3- [4- (-2-05co-2-H-pyridiii-l^yl)ben2yl] -3-H-iraidazol-4- 
ylmethyl] benzonitrile 

4_{3_ [4-3~Methyl-2-oxo-2-H-pyridin-l-yl) benzyl] -3 -H- imidazole 
4-ylmethyl ] benzonitrile 

4- {3- [4- {-2-Oxo-pipexidin-l-yl) benzyl] -3-H-imidazol-4- 
ylme thy 1 I benzonitrile 

4- {3- [ 3 -Methyl-4- {2-oxopiperidin-l-yl} -benzyl] -3-H-iiaidizol-4- 
ylmethyl} -benzonitrile 

(4-{3- [4- (2"0xo-pyrrolidin-l-yl) -benzyl] -3H-iKiidizol-4- 
ylmethyl} -benzonitrile 

4_(3^ [4- (3-]y[ethyl'2-oxo-2-H-pyrasin-l-yl}-benzyl-3-H-imidizol- 
4 -y Ime tiny 1 } -ben z oi:ii t r i 1 e 

4-£3- [2-Methoxy-4- (2-oxo-2-H-pyridin-l-yl) -benzyl] -3-H- 
imidizol-4-ylmethyl} 'benzonitrile 

4_{j._ [4- (5^Chloro-2-oxo-2H-pyridin-l-yl) -benzyl] -lH-pyrrol-2- 
ylmethyl} -benzonitrile 

4- [1- (2'0xO'-2H- [1,2' ]bipyridinyl-5 ' -ylmetliyl ) -lH-pyrrpl-2- 
ylmethyl] -benzonitrile 

4- [1- ( 5-Chloro-2-oxo-2H- [1,2'] bipyridinyl-5 ' -ylmetliyl ) -IH- 
pyrrol -2 -ylmethyl] -benzonitrile 

4- [3- (2-0xO"l-phenyl-l,2--dihydropyridin-4-ylinet]iyl) -3H- 
iinidazol-4-ylinethyl] benzonitrile 

4--{3- [1- (3-Chloro-p]:ienyl) -2-oxo-l, 2^dihydropyridin-4- 
ylmethyl] -3H-iinidazol- 4 -ylmethyl) benzonitrile 

or a pharmaceutically acceptable salt, disulfide or optical 
isomer thereof. 

72, (New) The method according to Claim 70 wherein an amount 
of a prenyl-protein transferase inhibitor and an amount of a 
microtubule-stabilizing agent selected from paclita^t;©!. 
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epothilone A, epothilone desoxyepothilone A or 

desoxyepothilone B are administered siinultaneously , 

73. (New) The method according to Claim 70 wherein an amount 
of a microtiabule-stabilizing agent selected from paclitaxel, 
epothilone A, epothilone B, desoxyepothilone A or 
desoxyepothilone B and an amount of a prenyl-protein 
transferase inhibitor are administered conisecutively . 

74. (KTew) The method according to Claim 70 wherein the prenyl- 
protein transferase inhibitor is selected from: 

2 (S) - [2 (S) - [2 (R) "Amxno-3-inercapto] -propylamino- 

3 (S) -methyl] -pentyloxy-3 -phenylpropionyl -methionine sulfone 



isopropyl ester (Compound A) 




CH3 



1- (3-Chlorophenyl)-4- [1- ( 4-cyanobGnzyl) ™5-imidazolylmethyl] -2- 
piperazinone; 

(R) -1- {3-Chlorophenyl) -4- [1- (4-cyanobenzyl ) --5- 
imidazolylmethyl] -5- [2- (ethanesulf onyDmethyl] -2-piperazinone; 

4- [1- (5-Chloro-2-oxo-2H- [1, 2 ' ] bipyridinyl-5 ' -ylmethyl ) -lH'- 
pyrrol-2-ylmethyl] -benzonitrile and 

1- [W- (1- {4-cyar).obenzyl) -5-imidazolylmethyl ) -W- (4- 
cyanobenzyl) amino] "4- (phenoxy) benzene or a pharmaceutically 
acceptable salt, disulfide or optical isomer thereof. 
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CH3 

75. (New) A pharmciceutical composition comprising an amount of 
a prenyl -protein transferase inhibitor and an amount of an 
antineoplastic agent selected from paclitaxel, epothilone A, 
epothilone B, desoxyepothilone A or desoxyepothilone B which 
is a microtubule-stabilising agent, the composition which 
achieves a synergistic effect for treating cancer in a mammal 
in need thereof . 

76. (New) K method of preparing a pharmaceutical composition 
which comprises mixing an amount of a prenyl-protein 
transferase inhibitor and an amount of an antineoplastic agent 
which is a microtubule-stabilizing agent selected from 
paclitaxel, epothilone A, epothilone B, desoxyepothilone A or 
desoxyepothilone B, said composition capable of. achieving a 
synergistic effect for treating cancer in a mammal. 

77. (New) A method for achieving a synergistic therapeutic 
effect in a marnmal in need thereof which comprises 
administering to said mammal amounts of at least two 
therapeutic agents selected from a group consisting of: 

a) a prenyl-protein transferase inhibitor and 

b) an antineoplastic agent which is a microtubule- 
stabilizing agent selected from paclitaxel, docetaxel or 
epothilone; the synergistic therapeutic effect is the 
treatment of cancers of the brain, breast, colon, 
genitourinary tract, lymphatic system, pancreas, rectum, 
stomach, larynx, liver, lung, prostate, stet histiocytic 
lymphoma lung adenocarcinoma, pancreatic carcinoma, colo- 
rectal carcinoma, small cell lung cancers or neurological 
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tumor cancer whose growth is inhibited by the administration 
of the prenyl -protein transferase inhibitor and the 
antineoplastic agent. 

78. (New) The method according to Claim 77 wherein the prenyl- 
protein transferase inhibitor is selected from: 

2 (S) ~Butyl-l- (2 , 3-diaminoprop-l-yl) -1- (l-naphthoyl)piperazine; 

1- (3-Amino-2- ( 2 -naphthy Ime thy 1 amino ) prop- 1-yl ) -2 (S) -butyl-4- 
(1-naphthoyl ) piperazine; 

2(S) -Butyl-l-{5- [1- (2-naphthylmethyl) ] -4,5- 
dihydroimida sol ) methyl -4^(1 -naphthoyl ) piperazine ; 



1- [5- (I'Benzylimidazol )methyl] -2 (S) -butyl-4™ {1- 
naphthoyl) piperazine ; 

l-{5- (1- (4-nitroben2yl) ] imidazolylmethyl} -2 (S) -butyl-4"' ( 1- 
naphthoyl ) piperaz ine ; 

1-- (3-Acetamidomethylthio-2 (R) -aminoprop-l-yl ) ^2 (S) -butyl-4- (1- 
naphthoyl ) piperaz ine ; 

2 {S) -Butyl-1- [2- (1-imidazolyl) ethyl] sulfonyl~4-' ( 1- 
naphthoyl ) piperazine ; 

2 ( R) -Butyl -1 -imidazolyl -4 -methyl - 4 - ( 1 -naphthoyl ) piperazine ; 
2 (S) -Butyl-4- (1-naphthoyl) -1- (3 -pyridylmethyl) piperazine; 

1-2 (S) -butyl- (2 (R) - (4-nxtrobenzyl) ajcnino-3--hydroxypropyl} ~4« (1- 
naphthoyl ) piperazine ; 

1- (2 (R) -toiino-3-hydroxyheptadecyl) -2 (S) -butyl-4- (1-naphthoyl } - 
piperazine; 

2 ( S ) -Benzyl - 1-imidasolyl -4 -methyl-4- { 1 -naphthoyl ) piperaz ine ; 

1-" (2 (R) -Amino-3- (3 -benzyl thio) propyl) --2(3) -butyl-4 - (1- 
naphthoyl ) piperazine ; 
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1- (2 (R) -Amiiio-3- [3- C4"nitrobensylthio) propyl] ) -2 (S) -butyl-4" 
(1-naph.thoyl) piperazine; 

2 (S) -Butyl-1*- 1 (4-iniidazolyl) ethyl] -4- (1-naphthoyl )piperazine; 
2 (S) -Butyl-1- [ (4-iixiidazolyl ) methyl ] -4~ ( 1-naphthoyl) piper azine; 
2 (S) "Butyl-1- [ (l-naphth-2-ylmethyl) -lH-iinidazol-5-yl ) acetyl] - 
4 - ( 1 -naphthoy 1 ) pipexaz ine ; 

2 (S) -Butyl-1- [ (l-naphth^2-ylmethyi) -IH-imidazol-^S-yl) ethyl] -4- 
( 1 -naphthoy 1 ) p iper az ine ; 

1- (2 (R)-Ainino-3-hydroypropyl)-2 (S) -butyl-4- (1- 
naphthoyl ) piperasine ; 

1- {2 (R) -Amino-4-hydroxybutyl} -2 (S) -butyl-4- (1- 
naphthoyl ) piperasine ; 

1- (2-Amino-3- (2-benzyloxyphenyl)propyl) -2 (S) -butyl-4'™ (1- 
naphthoyl ) piperazine ; 

1- (2-Ainino-3- ( 2 -hydroxyptienyl ) propyl ) -2 (S) -butyl-4- (1- 
naphthoyl ) piperazine ; 

1 - 1 3 - { 4 - iitiidas oly 1 ) propyl ] -2 ( S ) -butyl - 4 - { 1 -naphthoy 1 ) - 
piperazine; 

2 (S) -j:i-Butyl-4- ( 2 , 3 -dimethyl phenyl ) -1* (4-imidazolylmethyl> - 
piper az in- 5 - one ; 

2 (S) --n-Butyl-l- [1- (4-cyanoben2yl) imidazol-S-ylinethyl ] -4- 
(2 , 3-dxmethylphenyl)piperazin-5-one; 

1- [ 1- (4-Cyanobenzyl) imidazol-5-ylmethyl] -4- (2 , 3- 
dimethylphenyl) -2 (S) - (2^methoxyethyl ^piperazin-5-one; 
2 (S) -n-Butyl-4- (l-naphthoyl) -1- [1- (l-naphthylmethyl) imidazol- 
B-ylmethyl] -piperazine; 

2 (S) -n-Eutyl-4- (1-naphthoyl) -1- [1- {2-naphthylmethyl) imidasol- 
S-ylmethyl] -piperazine; 
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2 (S) -n-Butyl-l- [1- ( 4-Gyanobeiizyl ) imidazol-S-ylmethyl] -4- (1- 
naphthoyDpiperaaine? 

2 (S) ^Z2-Butyl-1- [1- {4-methoxybenzyl) imidasol-5-ylmethyl ] -4- (1- 
naphthoyl ) piperazine ; 

2 (S)"n-Butyl-1-[1^ (3-methyl-2-butenyl) imidazol-5-ylmethyl J -4- 
{ 1-naphthoyl ) piperazine ; 

2 iS) -Ji-Butyl-1- [1- (4-f luorobenayl) iinidazol-5-ylmethyl] -4- (1- 
naphthoyl) piperazine; 

2 (S) -n-Butyl-1- [1- (4-chlorobenzyl) imidasol-5-ylmethyl] -4- (1- 
naphthoyl ) piperazine ; 

1~ [1- (4-Bromobenzyl) imidazol-5-ylinethyl] -2 (S) '"n-butyl-4- (1- 
naphthoy 1 ) piperazine ; 

2 (S) "n-Butyl-4- {l-naphthoyl} -1^ (1- {4- 
trif luoromethylbenzyl ) iinidazol-5-ylinethyl] -piperazine ; 

2 (S) -n-Butyl-1- [1- {4-inethylbenzyl) iinidazoI-5-ylinethyl] -4- (1- 
naphthoyl) -piperazine; 

2 {S) -22-Butyl-l" [1- {3-methylbenzyl) iitiidasol-B-ylmethyl] -4- (1- 
naphthoy 1 ) -piperaz ine ; 

1- [1- {4"Phenylbenzyl) irtiidazol-S-ylmethyl] -2 (S) -n-butyl-4- {1^ 
naphthoyl ) -piperazine; 

2 (S) -n-Butyl-4-(l-napbthoyl) -1- [1- (2-phenylethyl ) imidazol-S- 
ylmethyl] -piperazine? 

2 (S) -n-Butyl-4- (1-naphthoyi) -1- [1- (4- 
tr i f luorome thoxy ) imidaz o 1-5 -ylme thyl ] piper az ine ; 

l-{ [1- (4-cyanobenzyl) -lH-imidazol-5-yl]acetyl}-2 (S) -J3-butyl-4- 
( 1 -naphthoyl ) piperaz ine ; 

(S) -1- {3-Chlorophenyl) -4- [1- ( 4-Gyarxobenzyl ) -5- 

imidazolylmethyl] -5- £2- (methanesulfonyl) ethyl] -2-piperasinone; 



(S) -1- (3-Chlorophenyl) -4- [1- (4-cyanobenzyl) -5- 
imidazolylmefchyl]-5-[2-(ethanesulfonyl)ethyl]"2-piperazinone; 
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(R) -1- {3-Chloropheiiyl) -4- [1- (4-Gyanobens!;yl) ~5- 

imidazolylmethyl] -5- [2- (ethanesuXf ouyl ) methyl] -2-piperazinone; 

(S)~l- (3-Chlorophenyl) -4- [1- (4-cyanobenzyl) -5- 
imidazolylmethyl] -5- [N-ethyl-2-acetamido] -2-piperazinone; 

{±) -5- (2-Butynyl) -1-- (3-chloj:ophenyl) -4- [1- (4-cyanob§jjazyl ) ^5- 
imidazolylmethyl] -2-pipera2inone; 

1- {3-Chlorophenyl) -4™ [1- (4-cyarLObenzyl) -5-imida20lylmethyl] -3- 
piperazinone; 

5 (S) -Butyl-4-[l'-(4-cyanobenzyl-2 -methyl) -5-iinidazolylmethyl] - 
1- (2, 3-dimethylphenyl) -piperazin-2-one; 

4- [1- (2- (4-Cycinophenyl) '-2-propyl) -S-imidazolylinethyl] -1*- (3- 
chlorophenyl) -5 (S) - {2-methylsulf onylethyl)pxperclzin-2-one; 
5 (S) -n-Butyl-4- [1- (4-cyanobenzyl ) -5-imidazolylmethyl ] -1^ (2~ 
inethylphenyl ) piperasin-2 --one ; 

4- [1- (4'"Cyanoben2yl) -5-iinidazolylmethyl] -5 (S) - {2-f luoroethyl ) - 
1- { 3 -chlorophenyl ) piperazin-2-one ; 

4- [3- (4-Cyanobensyl)pyridin"4-yl] -1- ( 3 -chlorophenyl) -5 {B) - (2- 
methylsulf onylethyl ) -pipera2in-2 -one ; 

4- [5- (4-CycLnobenzyl) -l-imidazolylethyl] -1- (3- 
chlorophenyl ) piperaz in-2 -one ; 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-phenylpropionyl^homoserine lactone, 

2 (S) - [2 (S) - [2 (R) -Ainino-3-inerGapto]propylamino-3 (S) - 
methyl ] pentyloxy-3 -phenylpropionyl-homoseirine , 

2 {S) - [2 {S) - [2 (R) -Amino-3-mercapto]propylainino-3 (S) - 
methyl ] pentyloxy-2 -metliyl-3 -phenylpropionyl^homoseiriirie 
lactone, 

2(S)-[2(S)-[2(R) -Amino-3--mercapto]propylamino-3 (S) - 
methyl J pentyloxy-2'-niethyl-3-phenylpropionyl-hoinoserine. 
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2 (S) - [2 (S) -[2 {R) -Amino-3-mercapto)propylamino-3 (S) - 
methyl ] pen tyloxy-4 -pent enoyl -homoser ine lactone , 

2 (S) - [2 (S) - [2 (R) -Ainino-3-iaei:capto]propyXainino-3 { S) -methyl] - 
pentyloxy-4-pentenoyl-homoserine, 

2 (S) - [2 (S) - [2 (R) -AmiiiO-3-iaercapto]propylainino-3 (S) - 
methyl ]pentylo5cypentanoyl-homoserin$ lactone, 

2 (S) - [2 {S) - [2 (R) -Amino-3-mercapto]propylani.inO"3 (S) - 
methyl] pen tyloxypentanoyl-homoserine , 

2 (S) - [2 (S) - [2 (R) "Amino-3-]xiercapto]propylamino-3 (S) -methyl] 5- 
penty 1 oxy- 4 -me thy Ipentanoyl -homoserine lac tone , 

2 (S) ' [2 (S) - [2 (R) -Amino-3-merGapto]propylcimino-3 (S) - 
methyl ] pentyloxy -4 -methylpentanoyl-homoser ine , 

2 (S) - [2 (S) -[2 (R) -Amino-a-mercaptolpropylamino-S [S) - 
methyl lpentyloxy-3 -methylbutanoyl -homoserine lactone, 

2 (S) - [2 (S) - [2 (R) -Amino-3-jnercapto]propylamino-3 (S) - 
methyl ]pentyloxy-3-methyLbutanoyl-homoserin.e . 

2(S)-[2(S)-[2(R} -Ainino-3-mercapto]propylamino-3 (S) - 
methyl] pentyloxy-3-phenylbutanoyl-homoserine lactone , 

2 (S) - [2 (S) - [2 (R) -AminO"3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-pherxylbutanoyl -homoserine I 

2 (S) -[2 (S) -[2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl ] pentyl thi o -2 -me thy 1 - 3 -pheny Ipr opi onyl -homoserine 
lactone, 

2 (S) - (2 (S) - [2 (R) -Amino-3-icierGapto]propylamino-3 (S) ~ 

me thy 1 ] penty 1 thio - 2 -methyl - 3 -phenylprop i ony 1 -homos er ine , 

2 (S) -[2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 

me thyl ] pen tylsulf ony 1-2 -me thyl-3 --pheny Ipropionyl -homoser ine 

lactone, 
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2 (S) - [2 (S) -[2 {R) -Amino-3-merccipto]propylamino-3 (S) -methyl] - 

peutylsulf onyl-2-methyl--3-pl>enylpropionyl-homoserlne, 

2 (S) - [2 (S) -[2 (R) -Amino-3-m6!rcapto]propylsniino-3 (S) -methyl] - 
pen ty loxy- 3 -pheny Ipropiony 1 -me thi onine methyl es ter , 

2(S)-[2 (S)-[2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
itiethyl ] pentyloxy'-3 -phenylpropionyl-itiethionine , 

2 (S) - [2 (S) -[2 (R) -Amino-3^mercapto]propylamxno-3 (S) - 

methyl ] pentylos<;y-3 -phenylpropionyl-'iaethiorLine sulf one methyl 

ester, 

2 (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pentyloxy-3-phenylpropionyl'-methionine sulf one 
(Compound A) , 

2 (S) - [2 (S) -[2 (R) -Ainino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy- 3 -phenylpropionyl -methionine sulf one isopi^opyl 
ester, 

2- (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylam,ino-3 (S) -methyl] - 
pentyloxy-3-naphth-2-yl-propioi;iyt-methionine sulfone methyl 
ester, 

2- (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) -methyl] - 
pentyloxy-3-naphth-2"yl-propionyI -methionine sulfone, 

2- (S) - [2 (S) - [2 (R) -Amino-3-mercapto]propylamino-3 (S) - 
methyl] pentyloxy-3-naphth-l-yl-propxoayl -methionine sulfone 
methyl ester, 

2- (S) - [2 (S)- [2 (R)^-Amino-3-mercapto]propylamino-3 (S)- 

me thyl ] penty loxy-3 -naphth- 1 -yl -propi ony 1 -me thionine sulf one , 

2-(S)- [2 (S> - [2 (R)™Amino-3-mercapto]propylamino-3 (S)- 
methyllpentyloxy-3-methybutanoyl -methionine methyl ester. 

2-(S)-[2(S)-[2{R) -^ino-3-mercapto] propylamine- 3 (S) 
methyl ] pentyloxy-3 -methybutanoyl -methionine , 
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Disulphide of 2 (S) - [2 (S)- [2 (R) -Amino-'B-mercaptolpropylamino-' 
3 (S) methyl ]pentyloxy-3-ph^nylpropionyl-hoinoserine lactone > 

Disulphide of 2 (S) - [2 (S) - [2 (R) -Ainino-3-inercapto] propylamino- 
3 (S) -methyl] pentyloxy-3-phenylpropionyI-hoinoserine, 

Disulphide of 2 (S) - [2 ( S) - [2 (R) -Amino-3-mercapto] propylamine- 
3 (S)methyl]pentyloxy-3-raethylbutanoyl-methionine methyl ester 

1- (4"Biphenylmethyl) -5- (4-cya,nobenzyl ) imidazole 

1- (4-Cyanobenzyl) -5- {4 ' -phenylbens ami do ) ethyl -imidazole 

1- (2 ' -Trif luoromethyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (4-Biphenylethyl) -5- (4~cyanobensyl) imidazole 

1^ (2 ' -Brorao-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (2 ' -Methyl^ 4 -bipheny Ime thy 1) -5- {4-cyanobenzyl} imidazole 

1- (2 • -Trif luoromethoxy-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1" (4- (3 ' , 5 ' -dichloro) -biphenylmethyl ) -5- (4-Gyanobenzyl ) 
imidazole 

1- (2 ' -Methoxy-4-biphenylmethyl) ^5- (4-Gyanobenzyl) imidazole 

1- (2 ' -Chloro-4-'biphenylmethyl) -5^ (4-cyanoben^yl) imidazole 
1- (2-Chloro-4-biphenylinethyl) -5- (4-cyanobenzyl) imidazole 

1- (3^Chloro-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 

1- (4- (3 ' , 5 • -Bis-trifluoromethyl) -biphenylmethyl) -5^(4- 
cyanobenzyl) imidazole 

1- (2 ■ -Trifluoromethyl-4-biphenylmethyl) -5- (4-cyanobenzyl ) -4- 
methylimidazole 
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1- (4-Biphenylinethyl) -5- (4-cy^nophenyloxy) -imidasole 

5- {4^Cyanopheiiyloxy) -1- (2 ' -methyl - 4-biphenylmethyl ) -imiaazole 

5" (4-Biphenyloxy) -1- (4-Gyanoben2yl ) -imidazole 

5- (2 ' -Methyl- 4 -biphenoxy) -1- { 4-cyanobenzyl ) -imidazole 

5~ ( 4 - ( 3 ■ , 5 • -dichloro ) biphenylmethyl ) -1- ( 4- 
cyanobensyl) imidazole 

1- ( 4 -biphenylmethyl ) --5- ( 1- (R, S ) -acetoxy-l- (4- 
cy anopheny 1 ) methyl imi da z o 1 e 

1- (4 -Biphenylmethyl) -S- (1- {R, S ) -hydroxy-l- ( 4-cyanophenyl ) 
me thy 1 imi d^ s o 1 e 

1- (4 -Biphenylmethyl) -5- (1- (R, S)-amino-l- {4-cyanopherLyl) 
methyl imidazole 

1- (4-bxphenylmethyl) -5- (1- (R, S ) -methoxy-1- (4-cyanophenyl) - 
methyl imidasole 

1- (4-Cyanobenzyl) -5- { 1-hydroxy-l- ( 4^biphenyl ) -methyl imidazole 

1- {4-Cyanobenzyl) -5- (1-oxo-l- { 4-biphenyl ) -methyl imidazole 

1- {4-Cyanobensyl) -5- {1-hydroxy-l- (3-f luoro-4--biphenyl) - 
methyl)- imidazole 

1- (4-Cyanobenzyl) -5- (l-hydroxy-l- O-biphenyDmethyl^imidazole 
5" (2-[l, 1 ' -Biphenyl] vinylene) -1- (4-cyanobenzyl ) imidazole 

1- [W- (1- (4-cyanobenzyl ) -5-imidazolylmethyl ) amino] -3 -methoxy-4- 
pheny Iben z ene 



1- (4^Biphenylmethyl) -5- {4-bromophenyloxy) -imidazole 

1- (3 ' -Methyl -4-biphenylmethyl) -5- (4-cyanobenzyl 5 imidazole 

1- (4 '-Methyl-4-biphenylmethyl) -5- (4-cyanobenzyl) imidazole 



r 
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1- (3 ' -Trif luoroinethyl-^4-biphenylmethyl) -5- (4-cyanoben.2yl ) 
imidazole 

l-{4 ' -Trif Iuoroinethyl-4-biphenylmethyl) -5- ( 4'cyan,obeiazyl ) 
iitiidazole 

1- (3 ' -Chloro-4'"biphenylmeth.yl) -5- (4-Gyanobenzyl) imidazole 

1" (4 ' -Chlorci-4-biphenylmethyl) -5- ( 4-cyanobenzyl ) imidazole 

1- (2 '3 ' -Dichloro-4-biphenylmethyl) -5- (4-cyanobenzyl) 
imidazole 

1- {2 ' 4 ' -Dichloro-4"biphenylmethyl) -5- (4--cyanobenzyl) 
imidazole 

1- (2 ' 5 ' *-Dichloro-4-biphenylinethyl) -5- {4-cyanobenzyl) 
imidazole 

1- {3 ' -Trif luoromethoxy-4-biphenylmethyl ) ^5- (4-cycLnoben2yl ) 
imidazole 

1- (2 ' -Fluoro-4-biplienylmethyl) -5- (4-cyanobenzyl) imidazole 

1^(4- {2' -TrifluoromethylpheiXyl)-2-Chlorophenylmethyl) --5- (4- 
cyanobeuzyl) imidazole 

l-{l-(4"(2'-trif luor ome thy Ipheny 1 ) phenyl ). ethyl } - 5 - ( 4 - 
cyanobenzyl) imidazole 

1- (2 ' -Trif luoromethy 1-4 -biphenylpropyl) ( 4 ^cyanobenzyl ) 
imidazole 

1- (2 * -N-t-Butoxycarbonylamino-4-biphenylmethyl) -5- C4- 
cyanobenzy 1 } imi da z o 1 e 

1- (2 ' -Aminomethyl-4-biphenylmethyl) -5- {4-cyanobenzyl ) 
imidazole 

1- (2 '-Acetylaminomethyl-4-biphenylmethyl) -5- ( 4 -cyanobenzyl ) 
imidazole 
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1- (2 ' -Methylsulfoiiylaiainomethyl-4-biphenylmethyl) -5- {4- 
cyanobensyl ) imidcizole 

1- (2 ' -Ethylaminomethyl-4-biphenylmethyl) -5- ( 4-cyanobenzyl) 
imidazole 

1- (2 ' -Phenylaminomethyl-4-biphenylmethyl) -5- (4-cycLnobenzyl) 
imidazole 

1- (2 ' -GlycinylajCQinoinethyl-4-biphenylmethyl) -5- (4- 
cyanobensyl ) imidazole 

1- (2 • -Methyl"'4-biphenylmethyl) -2-chloro"5- (4-cyanobenzyl ) 
imidazole 

1- (2 ' ^Methyl-4-bipherLylmethyl) - 4-chloro 5- (4-cyanobenzyl) 
imidazole 

1- (3 ' -Chloro-2-methyl-4-biphenyli:nethyl) -4- {4- 
cyanobenzyl) imidazole 

1- (3 ' -Chloro-2-methyl-4'-biphe!nylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (3 ' -Trif luoromethyl-2-methyl-4-biphenylmethyl) -4- (4- 
cy anoben zyl) imidazole 

1- (3 ' -Trif luoromethyl-2-methyl*-4-biphenylmethyl) -5- (4- 
cyanobenzyl) imidasole 

1- (3 ' -K[ethoxy-2-methyl-4-biphenylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (2 ' -ChlorO"4'"fluoro-4-biphenylmethyl) -5- (4- 
cyanobensyl) imidazole 

1- (2 ' -Ethyl-4-biphenylmethyl) -5- (4-cyanobensyl) imidazole 

1 - ( 2 ^ - ( 2 - Propyl ) - 4 -biphenylme thyl ) - 5 - ( 4 - 
cyanobensiyl ) imidazole 
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1- (2 • - (2 -Methyl -2 -propyl) -4-biphenylmethyl) -5- (4- 
cy^obenzyl ) iiuidazole 

1- (2 * -Ethyl"4-biphGnylxnetliyl) -5- {4- (IZf-tstrazol-S- 
yl) ) benzyl) imidazole 

1- [1- (4-'Cyanobensyl) iniidazol-5-ylinethoxy] -4- (2 ' - 
methylphenyl ) -2- ( 3 -N-phthal imi do- 1 -propyl ) benzene 

1- (3 * , 5 ' -Ditrif luoromethyl-2-methyl"4-biphen.ylmethyl) -5- (4- 
cyanobensyl) iinidazole 

1- (3 ' , 5' "Chloro-2-methyl-4^biphenylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- {3 ■ , 5 ' "Dimethyl -2 -methyl" 4 -biphenylmethyl) ~5- (4- 
cyanobenzyl) imidazole 

1- (3- (N-Boc-aminomethyl) -4-biphenylmethyl) -5-(4- 
cyanobenzyl) -imidazole 

1- (3--Aminoinethyl-4-biphenylmethyl) -5- (4- 
cyanobensiyl) imidazole 

1- (4'Cyanobenzyl) -2^methyl-5" (2 ' -methylbiphenyl-4- 
yloxy) imidazole 

5- (4-Cyanobenzyl) -1- (3-cyano-2 ' - trif luoromethylbiphenyl-4- 
ylmethyl ) -imidazole 

2- Ainino-5-(biphenyl-4-ylmethyl) -1- [ 4 -cyanobenzyl) imidazole 
2-Amino-l- (biphenyl-4-ylmethyl) -5- (4-cyanobenzyl) imidazole 
1- ( 3-Butylbiphenyl"4-ylmethyl) - 5- (4-cyanobenzyl ) - imidazole 
1- (3"Propylbiphenyl-4-ylmethyl) ™5- (4-cyanobenzyl) -imidazole 

1- {4-Bipheuylmethyl) -4- (4-cyanobensyl-2-methylimidazole 
1- (4-Cyanobenzyl) -5- [ ( 3- fluoro- 4 -biphenyl ) methyl ] iinidazole 

1- (4-CyanoberLzyl) -5- [1- (4-biphenyl ) -l™hydroxy] ethyl-2- 
methylimidazole 
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1- (4^Cyanobensyl) -5 - ( 4 -foiphenylmethyl) - 2 -methyl imidazole 

1- (4-Cyanofoenzyl) -5- [1- (4-biptLenyl ) ] ethyl -2 -methyl imidazole 

1- (4-Cyanobenzyl-5- [1- {4-biphenyl> ] vinylidene-2- 
methyl imidazole and 

1" (4-Cyanobexisyl) -5- [2- (4-biphenyl) ] vinylene-2- 
methylimidazole 

1- (4- [Pyrid-2-yl]phenylmethyl) -5- ( 4-cyanobensyl ) imidazole 

1" (4 - [3'-Methylpyrazin-2-yl]phexiylmethyl) - 5-- (4- 
cyanobenzyl) imidazole 

1- (4- (Pyrimidinyl-5-yl)phenylinethyl) -5- (4- 
cyanobenzyl) imidazole 

1™ (2-Phenylpyrid-5-ylmethyl) ^5- (4-Gyanobenzyl ) imidazole 

1- (2-Phenyl-N-Oxopyrid-5-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (3-Phen.ylpyrid-6-ylmethyl) -5- {4-Cyanobenzyl) imidazole 

1- (3-Phenyl"'N-Oxopyrid-6-ylmethyl) -5- (4- 
Cyanobenzyl) imidazole 

1- (2- (3-Trif luoromethoxyphenyl) -pyrid-5-ylmethyl ) -5- (4- 
cyanobenzyl) imidazole 

1- (2- (2-Triflnoromethylphenyl) -pyrid-5-ylmethyl) -5- (4- 
cyanobenzyl ) imidazole 

1- (3-Phenyl-2-Chloropyrid™6-ylmethyl) -5- (4- 
cyanobenzyl) imidazole 

1- (3-Phenyl-4-chloaropyrid'-6-ylmethyl) - 5- <4- 
cyanobenzyl) imidazole 

1- (2"Amiiio-3-phenylpyrid-6-ylmethyl) - 5- (4- 
cyanoben^yl ) imidazole 
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1- (2- [Pyrid-2-yl3pyrid"5-ylmethyl) -5- (4-cyanoben2yl ) imidazole 

N- { 1 ™ ( 4 -Cyanobensyl ) - IH- imida zol -5 -y 1 ) methyl } - 5 - ( pyr id-2 - 
yl) ^2-amino^pyrimidine 

IV/ JV-Jbis (4-Imida2olemethyl ) amino-3- t ( ^carboxyphenyl ) oxy] benzene 

J\r-Jbi5r(4-lmidazoleniethyl) aiaino-4-[ < 3 carboxyphenyl ) oxy] benzene 

JV,i^-jbis(4-Imidazolemethyl) amino-3- [ (3-carbomethoxyplienyl) - 
oxy] benzene 

jV, N-jbis(4-Imidazolerriethyl) amino-4- [ (^--Garbomethoxyphenyl) - 
oxy] benzene 

N- (4™Imidazolemethyl) -iV- (4-nitroben2yl)aminomethyl-3- [ (3- 
carboxyphenyl ) ojty I benzene 

(4-Imida2olemethyl) -N- (4-nitrobenzyl) aminomethyl-S- [ (3- 
carbomethoxyphenyl ) oxy ] benzene 

N- (4-Imidaaolemethyl) -N~ (4-nitrobenzyl)amino-3^ 
(phenoxy) benzene 

N- (4'-Imidasolemeth.yl) -N- (4-nitrobenzyi ) amino-4- 
(phenoxy) benzene 

N- (4-Xmidazoleniethyl) -iV- ( 4-nitroben2yl ) cLmino-4- 
{phenylthio) benzene 

N-Butyl-N- [1- (4-cyanobenzyl) -5-imidazolemethyl] amino-4- 
(phenoxy) benzene 

N~ [1- (4-Cyanobenzyl) -5-imidazolemethyl ] amino-4- . 
( phenoxy ) benz ene 

N- {4-Imidazolemethyl) amino-3- [ ( 3 ^carboxyph^nyl) oxy] benzene 

1- [N- (1- (4-cyanobenzyl)-5-imidazolylmethyl) (4- 
cyanotaenzyl) amino] -4- (phenoxy) benzene 

(±) -4- [ {4-imidazolylinethyl) amino] pentyl-1- {phenoxy ) benzene 
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1- [ (N- (l- (4-cyanobenzyl) -5-iniidazolylxnethyl) -N" (n- 
butyl) amino) methyl] -4- (phenoxy) benzene 

4- [N- (1- (4--cyaiiobenzyl) -5-imidazolylmetiiyl ) -N- (n-butyl) amino] - 
1- ( phenyl thio) benzene 

(±) -4- [N- (1- (4-cyanobenzyl) -4-imidazolylinethyl ) -N- (n- 
butyl) amino] -1- (phenylsulfinyl) benzene 

3- [N- (4'-imida20lylm€thyl) -N- (n-butyl) amino ] -N- 
(phenyl) benzene sulfonamide and 

1- [N- (1- (4-cyanobenzyl) -5-imidazolylmethyl) amino] -3"methoxy-4- 
phenylbenaene 

4- {3- [4- ( -2"0xo-2-H-pyridiii-l-yl) benzyl] -3-H-imidazol-4- 
y Ime thy 1 ] ben z oni t r i 1 e 

4- { 3- [ 4-3 -Methyl-2 -oxo -2 -H-pyridin-l-yl ) benzyl ] -3 -H- imidazol- 
4-ylirvethyl]benzonitrile 

4-{3 - [4 - { ~2-0xo-piperidin-l'-yl) benzyl] -3-H-imidazol-4- 
ylmethyl] benzonitrile 

4- {3- [3-Methyl--4- (2-oxopxperidin-l-yl ) -bensyl] -3-H-imidizol-4- 
ylmethyl} -benzonitrile 

{4-{3-' [4- (2-Oxo-pyrrolidin-l-yl) -benzyl] -3H-ix[iidizol-4- 
ylmethyl} -benzonitrile 

4-{3- [4-^(3-Methyl-"2-oxo^2-H-pyrazin-l^yl) -benzyl-3-H-imidizol- 
4-ylmethyl ) -benzonitrile 

4-[3- I2-Methoxy-4- (2 -0X0-2 -H-pyridin-l-yl) -benzyl] -3-H- 
imidisol-4-ylniethyl} -benzonitrile 

4-{l- [4- (5-Chloro-2-oxo-2H"pyridin-l-yl) --benzyl] -lH-pyrrol-2-' 
ylmethyl } -benzonitrile 

4-[l- (2-Oxo*-2H-[l, 2 ' ]bipyridxnyl-5 ■ -ylmethyl) -IH -pyrrol- 2- 
ylmethyl] -benzonitrile 



PAGE34/38*RCVDAT9mi20()411:45:45AM [Eastern Daylight Time]*SVR;USPT0-EFXRF-3^^^ 



09/14/2004 11:43 



7183578615 



LAW OFFICE OF ALBERT 



PAGE 



Applicants 
U.S- Serial No. 
Filing Date 
Page 



Rosen et al, 
: 09/445,054 
: March 27, 2000 
: 33 



4-[l" {5-Chloro-2-oxo-2H" [1,2' ] bipyricLixiyl-5 ' -ylmethyl ) -lH- 
pyrrol-2-ylJ:uethyl] "benzonitrile 

4 - [ 3 - ( 2 -Oxo- 1 -phenyl - 1 , 2 -dihydr opyr idin- 4 -y Ime thy 1 ) - 3H- 
imidazol-4-ylmethyl] bensonitrile 

4-{3- [1- (3-Chloro-pli6nyl) -2-oxo-l, 2-dihydropyridin-4- 
ylme thyl ] - 3 B- imida s o 1 - 4 -y Ime thy 1 } bensoni tr i 1 e 

or a phctrmaceutically acceptable salt, disulfide or optical 
isomer thereof. 

79 . (New) The method according to Claim 77 wherein an amount 
of a prenyl -protein transferase inhibitor and an amount of a 
inicrotubule^stabilizing agent comprising paclitaxel, docetaxel 
or epothilones are administered simultaneously. 

80, (New) The method according to Claim 77 wherein an amount 
of a microtubule-stabilizing agent comprising pacliteixel^ 
docetaxel or epothilones and an amount of a prenyl-protein 
transferase inhibitor are administered consecutively. 

ai. (New) The method according to Claim 77 wherein the prenyl- 
protein transferase inhibitor is selected from: 

2(S)-t2(S)-[2(R) -Amino-3-merGapto] -propylamino- 

3 (S) -methyl J -pentyl oxy- 3 -phenylpropionyl -methionine sulfone 

isopropyl ester (Compound A) 




CH3 
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1- {3-Chlorophenyl) -4- [1- (4-cyanobenzyl) -5-imidazolyliaethyl] -2- 
piperaz inone ; 

(K) -1- (3-Chlorophenyl) -4- [1- (4-cyanobensyl) -5- 

imidazolylmethyl] -5- [2- (ethanesulfonyl ) methyl] -2-piperazinone; 

4- [1- (5"Chloro-2-oxo-2H- [1, 2 ^ ] bipyridinyl-S ' -ylmethyl) -IH- 
pyrrol-2-ylmethyl] -benzonitrile and 

1-[N- (1- (4-cyanoben^;yl) -S-imidazolylmethyl) -N- {4- 
cyanobenzyl) amino] -4- (phenoxylbensene or a pharmaceutically 
acceptable salt, disulfide or optical isomer thereof. 




82. (New) A pharmaceutical composition comprising an amount of 
a prenyl --protein transferase inhibitor and an amount of an 
antineoplastic agent which is a microtubule-stabili^ing agent 
selected from paclitaxel, docetaxel or epothilone, the 
composition which achieves a synergistic effect for treating 
cancer in. a manunal in need thereof. 



83, {new) A method of preparing a pharmaceutical composition 
which comprises mixing an amount of a prenyl-protein 
transferase inhibitor and an amount of an antineoplastic agent 
which is a microtubule'-stabilizing agent selected from 
paclitaxel, docetaxel or epothilonei said composition capable 
of achieving a synergistic effect for treating cancer in a 
mammal . 
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